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RKIMARKS 

I., Introduction 

This paper is submitted in response lo ihc Office aciion mailed August 2, 2005. A 
rhrcc-month extension of time for response is respectfully requested. Claims 1.-34 and 
36-60 arc pending in the present application. Claims 1-34 and 36-60 have been rejected. 

The Examiner has noted thai the originally filed Declaration recites the wrong 
provisional application number, U., 60/008,3 1 7 rather than correclly reciting application 
number 60/008,71 7. Applicants enclose a new Declaration executed by the inventors that 
correctly references provisional application 60/008,717 to correct this inadvertent error. 
IK The Rejections Under 35 V.S.C. mim Should Be Withdrawn 

The Examiner has rejected claims 1-30, 36-47 and 50-52 under 35 U.S.C. 1 12 11, 
alleging that the specification enables producing chimeric RNA in a cell in vitro, but docs 
not enable the //; vivo production of a chimeric RNA for ti)crapcutic treatment in a ccti. 
In pitrticular, the Examiner alleges thai at the lime the invention was made efficient /// 
vivo delivery and expression of foreign DNA in a cell could not be achieved by any 
method. 

The present invention is directed to a modified synthetic nucleic acid molecule 
(claims 1-33. 50*53); a composition comprising a physiological acceptable carrier and a 
nucleic acid molecule (claim 34); an expression vector comprising an RNA polymerase 
promoter and a tiucleic acid molecule (claims 36-47): a method for synthesizing the 
nucleic acid molecule (claims 48-49): and a method ofproducing a chimeric RNA 
molecule in a cell (claims 54-60). Thus, claims 1-34 and 36-53 do not require delivery 
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iind expression of foreign DNA. Accordin^ily, for a( least these reasons, reconsideration 
and withdrawal oflhc rejection with regard lo these chiiins is rcspectfially requested. 

Regarding therapeutic use oftlie claimed nueleic acid molecules in i\ cell, it is 
alleged that the spcciJlcaiion does not rcsisonably provide enablement for use /« vivo. In 
particular, the Examiner iu-gucs that the application docs not show a correlation between 
in wVri:) trans-splicing and the production oHn vivo therapoulie eficcts. ApplicaJits 
respectfully point out that only claims 54-60 arc directed to a method of producing a 
chimeric RN A molecule in a cell. 

Applicants respectfully submit thai the m viim models disclosed in specification 
provide sufficient evidence of w vivo enlcacy of the present invention. (Sec MPEP 
2 164.02). As acknowledged by the Examiner, the mechanism of splieoosome-mediHted 
trans-splicitig is the same whether it occurs in vivo or in vitro. The specification discloses 
the successful transfer of PTMs into cells and accurate replacement ol'an internal exon by 
a double-trans-splicing between a target pre-mRNA and a PTM RNA containing both 3' 
and 5' splice sites leading to production of a full length functionally active protein. 
In addition, Applicanis have previously published working examples of 2w vivo trans- 
splicing to produce a chimeric RNA using the same methods disclosed in the present 
invcnlioiK See. Puttaraju el ul.. Splicasome-mediaied RNA irans-splicmg as a Tool for 
Gene Therapy, Nature E^iolcchnology, vol. I 7, 246-52 (1999) ("Puttaraju cl air). 
Accordingly, l^ittarojii (H al, proves that the in vitro models disclosed in Ihe present 
specificaiion correlate with the results oblained //; vivo. Thus, the m vitro models 
disclosed in the spccilication constitutes a working example, sufficient to support 
enablement of the claimed nucleic acids and cells in vivo. For at least these reasons, 
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Applicants respectfully submit that the disclosure of the present invention would enable 
the production of a chimeric RNA in a cell in vivo. 

In view of the foregoing, and Applicants response filed May 24, 2005, 
reconsideration and withdrawal of the rcjcclion of claims 1-30, 36-47 and 50-52 under 35 
U.S.C n 2 ill is respectfully requested. 

Ill, The Double Patenting Rcicctums Should be Withdrawn 

Claims J -33, 3(>-47 mid 50-60 have been rejected under the judicially created 
doctrine of obviousness-type double patenting in view of: claims 1-27 of U.S. Patent No. 
6,083,702. Claims 1 -34, 36-47 and 50-60 have been rejeclcd under the judicially created 
doctrine of obviousness-type double patenting in view of: claims 1-6, 9-18 and 28-32 of 
U.S. Patent No. 6,280,978; claims 1-51 of U.S. Patent Application No. 09/756,096; 
claims 1-23, 2S-3S and 37-39 of U.S. Patent Application No. 09/941,492; claims 1-6, 9- 
23 and 28-34 of U.S. Patent Application No. 09/838.858; and claims 1-8, 10-21 and 23- 
39 of U.S. Patent Application No, 1 0/456, 1 53. 

Applicants file herewith a terminal disclaimer in compliance with 37 C.F.R. 
1.321(c) to overcome the rejection based on the judicially created doctrine of double 
patenting, to disclaim the tenuinal part of the statutory term of any patent granted on the 
above-identified application* which would extend beyond the expiration date of U.S. 
Patent No. 6,083,702 and U,S. Patent No. 6,280,978. In addition, the terminal disclaimer 
disclaims the terminal pan. of the statutory term of any patent granted on the above- 
identified application, which would extend beyond the expiration date of any patent 
gi^anled from U.S. Patent Application No. 09/756,096, U.S. Patent Application No. 
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09/941,492, U.S, Patent Application No. 09/838,858 w<i U.S. Palenl Application No. 
10/456,153. 

Therefore, in view of Ihe foregoing, reconsideration and withdrawal of the 
rejection is respccLfuny requested. 

IV. Conclusipii 

In view of the foregoing remarks reconsideration and allowance of the pending 
claims is respectfully requested. 

A three-month extension of time for response is rcspcclfully requested. Payment 
of the extension fee and tcnuinal disclaimer fee arc to be made according to the Credit 
Card Payment Fonn attached herewith. Applicimls believe that no additional fees are 
required in connection with this response. However, if additional fees are required, the 
Commissioner is hereby autJiorizcd to charge any additional payment, or credit any 
ovcrpaymenK to Deposit Account No. 01-2300, referencing Docket Number 
027705.00004. 




Rochcllc K. Seidc, Ph.D, 
Registration No. 32,300 
ARCNT FOX Pl.LC 



1675 Broadway 



New York, NY 10019 
Tel, No. (212)4X4-3945 
Fax No. (212)484-3990 
CustotTicr No. 004372 



15 



NV(::.'2,X7SJ8.I 



PAGE 22/30 ' RCVD AT 1/30/2006 4:34:39 PM [Eastern Stan^^^ 



01/30/2006 16:40 FAX 



@023/030 



AppI, No. 10/076,248 

Reply to Office action of August 2. 2005 

Response dated January 30. 2006 



FEE CALCULATION 

Any additional fee required has been calculated as follows: 
X rf checked, "Small Entity" status is claimed. 
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The U.S. Patent and Trademark Oflkc is hereby aulhori/.cd to charge and defieiency or 
credit any overpayment of fees associated with this communication to Deposit Account 
No. 01-2300 referencing docket number 027705,00004 . 
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